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Detailed Action 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on June 

13, 2008 has been entered. 

This office action is a response to applicant's communication submitted June a3, 
2008 wherein claims 15 and 20 are amended and claim 24 is cancelled. This 
application is a continuation of US patent 09/686373, now abandoned, filed October 1 1 , 
2000, which is a continuation of US application 09/202241 , now abandoned, filed 
December 10, 1998, which claims priority to foreign application FR96 07457, field June 

14, 1996. 

Claims 1-20 and 25-29 are pending in this application. 

Claims 1-20, 27, and 28 as amended are examined on the merits herein. 

Priority 

Acknowledgment is made of applicant's claim for priority under 35 U.S.C. 1 19(a)- 
(d) based upon an application filed in France on June 14, 1996. A claim for priority 
under 35 U.S.C. 1 19(a)-(d) cannot be based on said application, since the United States 
application was filed more than twelve months thereafter. Specifically, the earliest US 
application claiming priority to the foreign priority application ins 09/202241 , filed 
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December 10, 1998. Therefore the priority date of the instant application is December 
10, 1998, 18 months after the filing of the foreign application. 

Applicant's amendment, submitted June 13, 2008, with respect to the rejection of 
instant claim 15 under 35 USC 112, second paragraph, for reciting the indefinite phrase, 
"the classical methods of sugar chemistry," has been fully considered and found to be 
persuasive to remove the rejection as the claims no longer recite the indefinite phrase. 
Therefore the rejection is withdrawn. 

Applicant's amendment, submitted June 13, 2008, with respect to the rejection of 
instant claim 20 under 35 USC 112, first paragraph, for lacking enablement for all 
possible second active agents with antithrombotic, anticoagulant, platelet aggregation 
inhibitory, or glycoprotein lib/llla complex antagonist activity, has been fully considered 
and found to be persuasive to remove the rejection as the claim has been amended to 
recite specific, enabled active agents. Therefore the rejection is withdrawn. 

Claim Objections 

Claims 15 and 20 are objected to because of the following informalities: The 
amendments to these claims are not properly marked. All text added to a claim should 
be underlined in the amended claim, and any text deleted from the claim should be 
struck through. Appropriate correction is required. 
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Claims 2, 10-12, and 15 are objected to because of the following informalities: 
the claims contain chemical figures that are not legible. These chemical figures include 
R-groups identified by numerical subscripts. The figures are printed in sufficiently low 
resolution that the numerical subscripts are too small to be read properly. Appropriate 
correction is required. 

The following new grounds of rejection are introduced: 
Claim Rejections - 35 USC §112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 2, 10-12, and 15 rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. The claims contain chemical figures that are 
not legible. These chemical figures include R-groups identified by numerical subscripts. 
The figures are printed in sufficiently low resolution that the numerical subscripts are too 
small to be read properly. Therefore one skilled in the art would not be able to clearly 
and distinctly identify what chemical groups are represented by these variable groups, 
rendering the claims indefinite. 

The following rejections of record in the previous office action are maintained: 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-19, 27, and 28 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Petitou et al. (US patent 5378829, of record in previous office action) 
in view of Oosta et al. (of record in previous office action) 

Petitou et al. discloses sulfated, etherized oligosaccharides comprising the same 
disaccharide subunits as the claimed invention (column 2, lines 1-20) and described as 
having heparin-like activities (column 1, lines 34-47) and being useful for the treatment 
of venous thrombosis and smooth muscle cell proliferation, (column 5, lines 1-16) These 
compounds possess a metal counterion which may be sodium (column 3, lines 65-68) 
The compounds are made by a chemical coupling scheme that is the same as that of 
the claimed invention, (column 4, lines 20-68) These compounds may be administered 
in a variety of disclosed pharmaceutical compositions in a dose of between .001-10 
mg/kg. (.07-700 mg for a 70 kg patient) The compounds may be mixed with appropriate 
pharmaceutical auxiliaries, (column 14, claims 4-6) Petitou et al. does not disclose 
compounds having 8-24 saccharide units, or pharmaceutical dosage units containing 
0.1-100 or 0.5-50 mg of active ingredient. 
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Oosta et al. discloses the activities of various sized heparin fragments, (p. 831, 
Table 1 , top of page) In particular, fragments larger than hexasaccharides possess 
much greater factor Xa and thrombin inhibitory activity than hexasaccharides. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to produce octasaccharides and larger oligosaccharides comprising the 
disaccharide subunit of Petitou et al., and to produce pharmaceutical compositions 
comprising 0.1-100 or 0.5-50 mg of active ingredient. One of ordinary skill in the art 
would have been motivated to produce octasaccharides and larger oligosaccharides 
because the claimed saccharides, like those of Petitou et al., comprise the crucial 
saccharide linkages for heparin activity, and because Oosta et al. discloses that certain 
heparin activities are increased in larger oligosaccharides. One of ordinary skill in the 
art would have been motivated to use these compounds in a pharmaceutical 
composition containing 0.1-100 or 0.5-50 mg of active ingredient because this amount is 
well within the range disclosed by Petitou et al. as a suitable dosage level. One of 
ordinary skill in the art would reasonably have expected success in producing longer 
chain oligosaccharides because 8-24 saccharide heparins are already known to be 
active, and because the stepwise coupling of Petitou et al. could easily be extended to 
synthesize longer oligosaccharides comprising the same disaccharide units. One of 
ordinary skill in the art would have reasonably expected success in producing a 
pharmaceutical composition with a specific dosage because determination of exact 
dosage levels is well within the ordinary and routine level of skill in the art. 

Thus the invention taken as a whole is prima facie obvious. 
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Response to Argument: Applicant's arguments submitted June 13, 2008 with 
respect to the above rejection have been fully considered but not found to be 
persuasive to remove the rejection. Applicant argues that it would be too difficult for 
one of ordinary skill in the art to extend the synthesis described by Petitou et al. to make 
oligosaccharide of longer than 7 saccharide units. Applicant states that, "As indicated 
on p. 2, line 21-22, a synthesis of polysaccharides of this size presents great difficulties 
and, in fact, it has never been carried out." This is a mere conclusory statement 
describing a general opinion about the state of the art, namely that the synthesis of 
octasaccharides and longer saccharides presents great difficulties. It carries little or no 
weight in the face of specific teachings of the prior art that disclose or suggest ways to 
synthesize said longer saccharides. As has been stated repeatedly before, Petitou et 
al. discloses a stepwise coupling of monosaccharides to disaccharides, and 
disaccharides to tetra-, penta-, or hexa- saccharides. One of ordinary skill in the art 
would have recognized that the addition of one or two more coupling steps could be 
used to convert these oligosaccharides into octa-, deca-, dodeca-, or longer 
saccharides. Any difficulties introduced by additional steps would be only of the minor, 
routine variety that one of ordinary skill in the art would easily be able to deal with. 
Applicant has not given any specific reasons why one of ordinary skill in the art would 
have regarded this method as unfeasible for longer saccharides or demonstrated any 
unexpected results from practicing the claimed synthetic method. Therefore the 
rejection is deemed proper and maintained. 



Application/Control Number: 10/677,894 Page 8 

Art Unit: 1623 

Claim 20 is rejected under 35 U.S.C. 103(a) as being unpatentable over Petitou 
et al. (US patent 5378829, of record in previous office action) in view of Oosta et al. (of 
record in previous office action) as applied to claims 1-19, 27, and 28 above, and further 
in view of Paoletti et al. (of record in previous office action) 

The disclosures of Petitou et al. and Oosta et al. are described above. Petitou et 
al. in view of Oosta et al. does not disclose a pharmaceutical composition comprising a 
polysaccharide according to claim 1 in combination with a second agent. 

Paoletti et al. discloses that aspirin exerts antithrombotic effects. 
It would have been obvious to one of ordinary skill in the art at the time of the invention 
to combine the polysaccharides of claim 1 with aspirin. One of ordinary skill in the art 
would have been motivated to combine the two agents because they are both known in 
the art to be useful for the treatment of thrombosis. One of ordinary skill in the art would 
have reasonably expected success because combining two compounds known to have 
the same activity is well within the ordinary and routine level of skill in the art. It has 
been held that it is prima facie obvious to combine two compositions, each of which is 
taught by the prior art to be useful for the same purpose in order to practice a third 
composition for the very same purpose. The idea of combining them flows logically 
from their having been taught individually in the prior art. See In re Kerkhoven, 205 
USPQ 1069, CCPA 1980. 

Thus the invention taken as a whole is prima facie obvious. 

Response to Argument: Applicant's arguments submitted May 14, 2007 with 
respect to the above rejection have been fully considered but not found to be 
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persuasive to remove the rejection. Applicant's arguments are the same as those made 
with respect to the rejection over Petitou et al. and Oosta et al. above, and are found not 
persuasive for the same reasons. Therefore the rejection is deemed proper and 
maintained. 

Conclusion 

No claims are allowed in this application. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Eric S. Olson whose telephone number is 571-272- 
9051 . The examiner can normally be reached on Monday-Friday, 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Shaojia Anna Jiang can be reached on (571)272-0627. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Eric S Olson/ 
Examiner, Art Unit 1623 
8/15/2008 

/Shaojia Anna Jiang, Ph.D./ 

Supervisory Patent Examiner, Art Unit 1623 



